Peripheral neuropathy and CNS neurodegeneration may be a toxic effect of some antiretroviral nucleoside analogues on mitochondria. We investigated if this neuropathology may be antagonized by uridine supplementation in vivo.
Purpose of the study
Peripheral neuropathy and CNS neurodegeneration may be a toxic effect of some antiretroviral nucleoside analogues on mitochondria. We investigated if this neuropathology may be antagonized by uridine supplementation in vivo.
Methods
BalbC mice (7 weeks of age) were fed with zalcitabine (13 mg/kg/d) or zidovudine (100 mg/kg/d) with or without Mitocnol (340 mg/kg/d) a dietary supplement with high uridine bioavailability for 9 weeks. Hippocampus and ischiadic nerve ultrastructure and mitochondrial functions were assessed.
Summary of results
Zalcitabine and to a lower extent zidovudine induced a significant peripheral and cerebral neuropathy with disrupted mitochondrial architecture, depleted mitochondrial DNA (mtDNA), and reduced levels of cytochrome Coxidase activity (COX) and mtDNA-encoded cytochrome C subunit I (COX I). Mitocnol had no side-effects but attenuated or fully normalized all pathology of the peripheral and central nervous system (Table 1) .
Conclusion
Zidovudine and zalcitabine induce a mitochondrial peripheral and cerebral neuropathology, both of which are antagonized by Mitocnol.
